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Guidance for Institutmal Review Boar is, Clinical Investigators, and Sponsors:
- Exception from Info ;“sed Consent Requirements for Emergency Research

The Indian Health Service (IHS) 1L broviding comments on the above draft guidance
document identified above. The IH, apprec1ates the care and effort that the Food and Drug
Administration (FDA) has devoted o this tOplC ‘From prior comments that we have
submitted, the exception from thex‘ 1sual requlrements for informed consent for certain types of
emergency research, excepting research from informed consent, is quite sensitive for many
American Indian and Alaska Natﬂ}e (AI/AN) tribes, communities, and people. It is also
sensitive for many other people of:fcolor who, like many AI/AN tribes and people, already

have a high distrust of research. ”‘

The THS submits the following suggestlons for your consideration:

I |
VI. Community consultation and public disc_losur:e - General

x,:'

This subsection helps clarify both "community consultation" and "public disclosure."
Unfortunately many clinical mvesttgrators and even some IRBs think that both are one and the
~same. We suggest adding to the mtroductlon (p 6) brief paragraph that directly compares the
two procedures. ; ‘

{
£
{
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_The last paragraph of this subsectiof, p. 7, is somewhat confusing because it discusses two
f_dlfferent "communities": the coM unities froin which the participants will be drawn, and the
"research commumty and ' sc1ent11]'1c commumty that will read the plans for the research and
results of all research already don l)r being conduc ed. Because almost the entire draft
Guidance uses the word " commum " to mean only the former, we suggest two changes.
1. Separate the last two sentenﬁ: s of the paragraph, about "the research community" and
"the scientific community, ",‘ a separate paragraph. The topic of those sentences is
distinct from the topic of the first sentence.
2. Change "research communtty and "scientific|community" to "scientists and clinicians in
the research topic" or similar(term. ‘
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VI. A. Community Consultation - eren

We strongly agree ‘with the draft th at encourages sp
and IRBs in developing model strat L (p 7).
_ "communities representatrves to th group develop1
is helpful here. IHS (and the THS I
v‘consultatlon has been invaluable, angl results in a mu
~ experts" are ‘involved. The entrre
' of an extensive tribal consultation pocess. We belie
- involved at many steps of the proceit of emergency
itself" but also "developrng ‘model s ategies for and
: 1 i
VI A. Commumty Consultatloili

i
i

Type an(i Freg
| | .

The draft Guidance appears to conﬁ se the two ;differf

s) consult with

onsors to work with clinical investigators

We suggest that the Guidance add

ng model strategies. The IHS experience
the tribes to develop policy; we find that

ch better product than when only "outside

partment of Health and Human Services is in the middle

ve that communities can and should be
esearch, not only "reviewing the research

approaches to community consultation.”

juency of Community Consultation

ent processes of "community

consultation” and "public dlsclosur‘e
and other approaches may be necess

adequate]y mformed We suggest

in the second p
ary to ensure tha
he word "consu

nvolving AI/A
1 requirement fo

B It is 1nterestmg that for all research
"community consultation" has been
prohibited involvement or support
tribal government[s] of the tribes 1n olved. The IH
tribal government before their final | approval is |
found that approval by the tribal go ernment does ta
the researcher carefully and fully é)ﬁ lains the resears
accommodate the concerns express . This almost
proves that community consultatlon 'can be done, anc
community, and ultlmately for the
knowledge !}
i

aragraph, p. 8: "A combination of these
communities involved in the research are

ted" instead of "informed."

| tribes, communities, and people,

almost 30 years. The IHS policy has

of any research that had not received formal approval by the

IRBs therefore require approval by the
iven. We (and most researchers) have

e time, but is usually achievable when

h and modifies the research protocol to
0-year-old requirement in Indian Country .
is valuable for the researcher, for the

r&:search enterprise and the advancement of scientific

The THS recognizes that tribal sov'e ergnty __ tribal governments have the legal power and

jurisdiction to approve or dlsappro ‘e research that i
reservation -- is unique; other co j unities do. ot h
"community approval" is not a component of "c
~Guidance. The IHS suggests, hoW ver, that the Gur
“this subsection (or in the Content s 1hsection) that fo
'AU/AN tribe or Alaska Regional Corporatlon (ARC
formal approval by the tribal or ARC government.

In summary

The IHS finds this draft Guidance to be critically im

2

proposed to take place within the
ve similar legal jurisdiction. Thus,

nunity consultation" for purposes of this
dance insert a statement or paragraph in

I emergency research involving either an
community consultation must include

portant to the field of emergency research.
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Waiving informed consent for par 1c1pat10n 1n a clinical trial cannot be ethically justified by the

nnnnnn nt+ Tovlao ~
_ scientific merit of the trial alone - {The jusuﬁcatlon must also include processes that 'substitute’

for mdmdual mformed consent. hhdlvrdual mforrr ed consent is, among other things, a

process by which not just screntlst and IRBs (the members of which are predominately
" scientists and other professronals ,;but also the lay people who are the intended participants of
the research, approve or dlsappréve the research. It is sobering to realize that every unethical

research project conducted in theLUSA had been approved by several scientists and
professronals ‘ e f

. f,'The dlSI rust toward research by so e people, especrally by AI/AN tribes and people and by
_ other minority people, reﬂects thel , understandmg that their interests may not always be

protected by the good intentions o 'scientists and professionals. The processes of community

AfF ~namannt
consuitation and public drsclosure help reduce distryst arising from a waiver of consent,

especially among AI/AN and other minority people, by two aspects:

0 . community consultation and public disclosure ensure that the research is completely open
and public, giving an opportt nity to the general lay public to influence the research if it
desires; and Lo

0  community consultation grve an opportmity for the communities from whom individual
people will be drawn to parti¢ipate in the trial--without their consent--to influence the
research easily and directly ‘ '

@ ‘
| . . C e

Not only do those two processes reduce drstrust they also provide the ethical justification for
i

the absence of informed consent.

This draft Guidance is exceptionally good. The suggestions offered are intended to make it
even better. Thank you for the oppbrtunity to comment.

Loy B0

Assistant Surgeon General
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This guidance documex‘lt is being dlstanted for comment purposes only.

Draft releaqed for comment cn March 30, 2000.
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Comirents and suggestions regardng)g this draft document should be submitted within 60 days of

publication in the Federal Register

f the notice announcing the availability of the draft

guidance. Submit comments to Dockets Management Branch (HFA-305), Food and Drug

Administration, 5630 Fishers Lane

identified with the docket number 11
Register. For questions regardmg ]

Internet Address blee@ora.fda. go{/
1
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Center for D

Room 1061 Rockvxlle, MD 20852. All comments should be
ted in the notice ‘af availability that publishes in the Federa/
his draft document contact Bonnie M. Lee, (301) 827-0415,

U.S. Department of Health and Human Services

Food and Drug Administration
‘ Office of Regulatory Affairs (ORA)
‘ Center for B;%l:glcs Evaluation and Research (CBER)

Centenf for Devices and Radiological Health (CDRH)
rug Evaluation and Research (CDER)
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Exceptlon from | [nformed Coﬁsent Requirements for
Emergeﬁcy Reswrch 21 CFR 50.24)"

. R E Ev
1 INTRODUCTION ii

-The mformatlon prov1ded in this gmdance is mtended to assist product sponsors, clinical
mvesugators and Insti jéw Boards (IRBs) in (1) the development and

unplementaudn of resear when an exception from the informed . .,

consent reqmremen der 21 CFR 50 24; and (2) understandmg their

- )responslblhtles for’ commumcatmg 1th and submlttmg information to, FDA.

i . s! : ,
The re gulations (Title 21 Code of ederal Regulatlo ns [21 CFR] Section 50.24, and .
conforming amendments contame& j{n 21 CFR Parts 56, 312, 314, 601, 812, and 814) provide

b

an exception to the requirement to tain informed consent from each subject, or the subject's
legally authorized representative, p or to enrollment in a clinical investigation. The exception
applies to emergency research (1) ‘tor Wthh an Investxgational New Drug Application (IND) or
Investigational Device Exempuon ( DE) is in effect (2) involving human subjects who cannot
~ give informed consent because of their emerglng, liferthreatening medical condition (for which
“available treatments are unproven‘o unsatisfactory), and (3) where the intervention must be
~ “administered before informed con§e t from the subJects legally authorized representative is

feasible. Studies involving an exce tion from mform
after a sponsor has received prlor Written permission
documented that specific condmons have been met

The emergency research permmeé under 21 CFR 50.

ed consent requirements may proceed only

[from FDA, and the IRB has found and

24 involves a particularly vulnerable

population: persons with life- threaf;e
actively refuse enrollment. This lac
IRBs, and clinical investigators to ‘v\)
vulnerable population of subjects a}re
for emergency research therefore ca

addition to the requirements pertaining to all IND and IDE clinical studies.

- specific requirements that represeﬂ

ning conditions who can neither give informed consent nor
of autonomy creates a special need for FDA, sponsors,
ork closely together to ensure that the interests of this
protected to the maximum extent possible. The regulations
ntain specific human subject protection requirements in
These ‘include

- place and from which the subjects WLII be drawn be consulted about the study, that information

about a study be pubhcly dlsclosed l’lefore the study It ay proceed, and that the sponsor submit a

. o
"This guidance has been prepared by

“Center for Devices and Radxologlcal Healt

a Workmg Group ¢4 mposed of representatives from the Food and Drug

w+ ~ Administration's Center for Drug Evaluatiof and Research, the Center for Biologics Evaluation and Research, the

the Center for Food Safety and Applied Nutrition, the Center for

Veterinary Medicine, the Office of Regulat

Chief Counsel. This guidance represents tht Agency's current thi
eéxception from informed consent requires edts for emergency resi

Affairs, the Office of the Executive Secretariat, and the Office of the
king on applications that contain a request for an
sarch. It sets forth guidelines for IRBs, sponsors,

and investigators. It does not create or conf
the public. An electronic version of this gui

To access the document on the WWW, cohil

any rights for or on any person and does not operate to bind FDA or
ance is also available via Internet using the World Wide Web (WWW).
ect to the FDA Home Page at www.fda.gov/oc/oha/toc.himl.

tives of the community(ies) in which the research will take™



i separate IND or

‘ CY

FDA has reviewed the ‘efforts of ;ponsors IRBs, and
‘comply with these regulations and glas determmed tha
partlcularly in the developmcnt and conduct of comum

study.

|
|
II. STUDY DESIGN i '

Prospect
of Direct
Benefit.

Subject
Exclusiion

Because this type of research mvolv
i mformed consent as a result of then
T necessary, FDA may place a propo?

met. FDA may disapprove or w1th raw approval of |
to comply with "any other appl1cab1° regulation or stz
imposed by an IRB or FDA." || = |

~ For example, membe

family member re

ed or ongomg en]
condmons in21

{

Participation in emer Ency research stu
Denefit to the individyal subject [21 CE
assurances that the rx%ks assomated wit]

relation to what is wn about the me

‘ce of a 11censed‘phy51c1an use of data monitoring

] .
‘ R s, and the documentation of efforts to contact a subject's
" legally aufhomzed representative or

> November 1, 1996. Since that date,
clinical investigators to interpret and

it guidance is needed in several areas,
unity consultation and public disclosure
rocedures to be used when feas1ble Thls

garding the subject's participation in the

es mcapac1tated patlents who will not be able to give their
medical condition, a unique IND or IDE is required. If

nergency research investigation (or study
CFR 312.42(b)(1) or (b)(2) apply; or (2)
investigation to begin or continue are not
an IDE under 21 CFR 812.30 for failure
tute, or any condition of approval

dies must hold out the prospect of direct
R 50.24(a)(3)]. Sponsors should provide
h the investigation are reasonable in
dical condition of the potential class of

subjects, the risks an(%i benefits of standard therapy, if any, and what is known

about the risks and 'Qeﬁts of the props

sponsors should prov e assurance that|
benefit to the md1v1§1i_ f subject. '

I
Study protocols may de
could reasonably infe

osed intervention or activity. In addition,
the study hold out the prospect of direct

scribe situations in which emergency care personnel
that some mcapacuated individuals would not agree to

participate in a resear h study, even if the individuals meet the inclusion criteria.

s of some rehglolr.ls groups object to blood transfusions and

other medical mterVeAtlons Clinical investigators should examine easily

accessible sources of nformation, such/

as an individual's driver's license or

medical jewelry, for gvidence reléted to that individual's willingness to participate

in research.
The regulations do no
ka

i
1

limit studyz designs for conducting emergency research;




o 111 THERAPEUTIC WlNDow

Deﬁmtron |
‘ " “evidence, during Wh

Therapeutic

Window
Rationale

Contact
of Family

] vMernbers,
- the portion of the thé{\peunc window

. whether the specrﬁed

“tha oes not Teceive

thestudy des‘rgn;s_ uate t

‘subjects randomlze
xceptio '
w ther standard; -

’é‘.—‘.-

be the srtuatron
atment is in fact'y

nor the test artrcle ‘1s

desrgn 1\'
g i

The therapeunc wm( ow is the time pe
ch admrmstranon

‘ tnals may be conducted under'ihis emergency reeearch‘
, provrslon when apﬂroprrate [21 CFR
. placebo is used, standard care, if any,

b the task of evaluating whether the drug or "

50.24(a)(1)]. In virtually all cases, when a
would be given to all subjects, with

'to receive, in addition, either the test treatment or a placebo.
in which the study objective is to de -
useful. In that case, there would be a group
: the standard treatment. Sponsors designing e
o placebo-controlled njrals that mcIude subjects to whom neither standard treatment
given should provide a sound rationale for this type of study

riod, based on available scientific
of the test article might reasonably

produce a demonstrable chmcal effect.

I I8 : 3 .

of treatment to treat‘
sponsor must use av
identify the therapeu
study subjects shoul:
should be specrﬁed |
devoted to seeking: i

ilable data (e g,
¢ window durmg

I the study protoc:
formed consent

In identifying the the!
to contact a legally a
authorized represent
window before the

apeutic wrndow
H

ive is avallable)

article may be '

-e.g., cardiac arrest

{
k}ie therapeutic wi
may be expected tha the potential bene
time for administering the test article 1
administration of the |
from a legally authorized representatlv
member to object to

ow cannot be known until the relation of time
ent outcome is formally studied. Nevertheless, the

pathophysiologic data, animal data) to
which administration of the test article to

be initiated [21 CFR 50.24(a)(5)]. The therapeutic window

ol, as well as the amount of time to be
s explained below.

sponsors should recognize that attempts

thorized representatrve or a family member (if no legally *

need not exhaust the entire therapeutic
dministered. In some circumstances,

dow may be very short. Ordinarily, it
efit of the test article would decrease as the
creases. Thus, the effect of delaying

'test article should be taken into account when determining

to be devoted to seeking informed consent
e or providing the opportunity for a family

e subject s pamc ipation.

The IRB should reVre w the proposed plan and procedures for attempting to
contact the legally auihorrzed representative or family member and determine

period of time for making these attempts before the test




. article may be adr

ninistered is

approp

anticipates S that emergenc

o  institution and the IRB for the 1nst1
* documented in writing [21 CFR 56

v
= APPROVAL OF 'I'HZEl

. The IRB must have the concurrexllc

'contmumg review, that the cnterla
~-"a member of or consultant to the X
~ ‘mvesngatxon“ 121 CER 50. 24(a)]1
in cases where the licensed physmh
voting due to conflict(s) of mterest
physician member or licensed phys

gency It eareh usually wi
espon51b1hty and authorlty to review all

eview emergency
ents, provided 4
mmunity consultz

1 14]
LICENSED PHYSICIAi\ CONCURREN
hESEARcH

of 21 CFR' 50 24/

in member(s) c

hat the
atlon
review should not

iate.

1 be performed at an institution with an IRB

studies performed at that institution.

research studies involving an exceptlon to
y comply with all the regulatory ' ’
and public disclosure provisions. “The

be delegated to another IRB unless the

ution agree to the delegat1on and the agreement is

CE REQUIRED FOR IRB

of a hcensed physician, both initially and at the time of

and .
A hce*lsed physr

Because the doc
cian consultant is

are met. The licensed physician must be
. not gtherwise participating in the clinical

ian consultant would be necessary

not participate in the deliberation and

mented concurrence of the licensed
required for the IRB to allow these

studies to proceed, IRBs should el?' re that meetmg minutes specifically record the licensed
physician member's affirmative vote or the llcensed hysician consultant's concurrence,

VI. COMMUNITY CONSUL‘

Under 21 CFR 50.24, commumty
emergeney research protocol for w

Community consultation refers to e

decision-making process. As such, the IRB needs to
~ community(ies) to discuss the proﬁcﬂsed clinical mvesugauon and its risks and potential benefits,
The IRB §hould consider this community discussion when

and to provide feedback to the IRB
reviewing the protocol ]

g M,'Pubhc dlsclosure refers P mform 1n

ATION AND |

onsuItatlon and P!

|
1ch an excepuon

surmg that the €0

“study (1) prior to its commencemeén

Prior to commencement of the stud;

) the eomiri{inity(

UBLIC DISCLOSURE - General

from informed consent is requested.

provide an opportunity for the

6

7, there must be P

lbliC disclosure must be provided for each

mmunity(ies) is (are) involved in the IRB's

es), the public, and researchers about the
and (2) following its completion.

ublic disclosure of sufficient information



‘ '
S to descrrbe the nature and purpose of the study, the
S obtamed for most study subjects, and the tudy s l‘lS:
-5 24(a)(7)(n)] “For example rel mati
" brochure and study pr . WD}I‘S losure of thrs mf;

the commumty(les) about the cllm al mvestlgatlon

fact that mformed consent will not be

; comprehenswe summary data fro ' the completed trial in order to permit researchers to assess
. the results of the clinical 1nvest1gat'on Makmg the research results broadly known to the’ o
" scientific community, through sc1eittt1ﬁc pubhcatlon or meetings, may reduce or eliminate the
.-possibility that research (which ha Ha been conducted or verified by others) is not unnecessarily

, duphcated !

s
COMMUNITY CONSI)'{I TAT‘IoN |
- -"Before a ctinical study may ‘be unt ated, the IRB must find and document that consultation has

s occur: red with representatlves of thi commumty(tes) in which the research will take place and
: y be drawn_[ZXl CFR 50.24(a)(7)(i); 21 CFR 56. IIS(a)]

‘*A.

Defimtlons it
ssions with, and soliciting opinions from the community(ies)
in which the study Wwill take place and| from which the study subjects will be
drawn. These commhunities may not always be the same; when they are not the
same, both communﬂtles should be col sulted.

The community u% hvluch the rwearch will take place is the geographic area,
e.g., city or reg1on where the hospttal or clinical investigator study site i$

located.

- The commumty , whlch subjecta; will be drawn may be characterlzed by
analyzmg the demogh aphics of previoys hospital patients with the emergent e . N
condition under study. For example, the IRB or clinical investigator might ~
review the hospnal tecords of the last 50-100 patients admitted to the emergency
. room for the condmgn under study and tabulate charactertstlcs (gender, age, -
: ethmcrty, geographlc locale etc. ) e ,
‘\

| When

Consultauon must o< cur prior to initiation of the study [21 CFR 50. 24(a)(7)(1)].‘_ S
FDA encourages sponsors to work with IRBs and clinical investigators in N
developing model s tegies and plans for consultation with the community(ies).

Costs not dictate iwho should bear the costs associated with

Although FDA docs




e commumty(teS)
- the costs becau‘

It is the shared obli
,the effort to rea h“
. prov1de opportumtx s for representatiy

the proposed clini

. provide commumty

" consultants to the 1R

" 'most study subJects
study subjects. In <
clinical mvestlgators
involved in the reset
\process

should ensure tha
rch are mformed

b

.»i‘

IRBs and chmcal mt

estigators should
Eonsultatton Stan
- forums, may be betty >r attended becau<
members' calendax‘s
research may be valtable in that such’
individuals with sttb‘iltg interest in the 1
methods to consult vﬁxth the community
instances, for examp e, the use of local
allow viewers to “cajl-in” to express th
these and other app& aches may be ne¢
involved in the reseatch are adequately

be widely adverttseh so that representa
possible are incl

the commumty(tes)
!
In addttlon the IRB mi
- convened or spec1al ‘
- -be discussed. Alte g'1ve1y, the IRB co
; B or establish a se
community(ies) froi”

~and one or more IRB members should

- meeting to answer q estions and ‘gain {
commumttes reacttoiﬁs to and concem.

]
number of meetmgs ,

depending upon the s
population, the lanéu

- . The number of memﬁ;ers of the commu

the agency anticipates that the sponsor

e consultation is a requirement for

ical investigator, IRB, and sponsor to make
. IRBs and clinical investigators should

es of the commumty(tes) involved in the
al investigation, for example, in ‘

d investigators. The meetings should
informed consent will not be obtained for

and ) the rtsks';nd potential benefits of the research for
fnductmg commumty consultation activities, IRBs and

t representatives from the community(ies) -

of, and participate in, the consultation

choose the most appropriate way to

ding meetings, such as local civic public
e such meetings are already on community

Orgamzmg special meetings specifically to discuss the
meetings may draw participation from

esearch. The agency recognizes that other
y(ies) may be appropriate in some

| radio and/or television talk shows that

eir views and concerns. A combination of
essary to ensure that communities
informed. Consultation activities should
tives of as many different groups within
nded.

m.jtunity representatives to participate in

B at which the emergency research will
uld use community members as
parate IRB subpanel of members of the

'which the subJects will be drawn. The clinical investigator

jattend each community consultation
firsthand knowledge about the
about the research.

nity(ies) that should be consulted and the

at should be held for adequate consultation will vary
ze of the commututy@es) the homogeneity of the subject
1ges spokert WlthtT

n those communities, the targeted research




@ ,:*,,/Conytent o

For example, lov¢

Lun' d or no mph

{2

ttendance at meet

.~ that there is no mterest in or no ob]ec

‘info'rmmiori‘ about' ‘i;h

- As requlred by 21

from the commu

‘ letermine the adequacy of consultatlon
r meamngful feed ack was secured from the commumty(les)

gs should not be construed as meaning
ion to the research by the community(ies).
nity(ies) may mean that additional efforts

each the commumty(les)

Consultation provides thé’init‘ial opportunity for the IRB and clinical

mvestxgator(s) to mf Orm commumty representatives (1) that informed consent will

not be obtamed for

ost research subjects; (2) about the risks and potential
‘benefits of the rese ch; and (3) about
 participate in resear

an individual's right to refuse to

h and ways in which individuals wishing to be excluded

may indicate this p‘r ference. The community representatives are expected to

- provide input to the IRB on community support for, or concerns about, the

research activity. Thus, the consultation should involve an exchange of

Li

CFR 56. 107(a) the
considering the coﬁuhumty s opinions’

study and comrrunity attitudes with respect to the research.

IRB is responsible for listening to and
and concerns when deciding whether the

investigation should oe modified, approved, or disapproved. For example, in

response to the comrhunity's concerns,
to limit the universe bf people from w]
excluding particular populations who v.
investigation, provided that members o
some cases, the IRB ' ay determine th
activities are necessary to help the IRB
objections to the stud raised by spec1f

the IRB may agree that it is appropriate
ich potential subjects may be drawn by
oice opposition to participation in the

f those groups can be easily identified. In
at addiional community consultation
members better understand concerns and

cases, if the commur ity raises Ob]eCtIO‘
that the study shouﬂq not be performed!
o i |

ic groups within the community. In other
ns and concerns, an IRB may determine
in its community.

, SRR I 1) W | : L
IRBs must include in their minutes a written summary of the discussion of

controversial xssues d their fesblutior This would include controversial i 1ssues
raised during comni ity consultation activities, particularly discussions of
- community opposmo to, or concern about, the emergency research study, and
~..how the IRB addreés’ d and/or resolveg such concerns about the study [21 CFR
, 56 115(a)(1) and (2] ' ; ‘




B occurl ed [21 CFR 50 24(a)(7)(11)

- "':‘;'opportun' ity for IRF
on how to provrde €

§ Consultatlor

] N

w1th commumty

RB must find and

d (111) 21 CFR 5

fore the emerg ney research may begm and ) after |

representatives may provide a good
s and chmcal investigators to obtain important advice
ffic1ent and effecmve disclosure to the broader community.

document that public dxsclosure has
6. 115(a)] '

_ﬂ§-';

~ - activities, the agency anticipates that the sponsor would normally bear the costs because public

" Although FDA does not dictate th should bear the|costs associated with public disclosure
. dlSCIO sure is a requlrement for con

ucting the research.

i i
Pubhc d1sclosure nle ans dxsseminatlon

of information about the emergency
research sufficient td

allow a reasonab[e assumption that the communities are

Deﬁnﬂﬁ"“ |

1. BEFORE THE STUDY BEG

Who

When ‘

' ‘ :_‘C,o‘u,te,nvt

aware that the study
scientific researchers

The IRB is responsxt
emergency research
E

will be conducted
‘are aware of the

INS

le for ﬁndmg and
1as been publicly

and later, that the communities and

)study's results.

documenting that information about the

disclosed.

Clinical mvestrgatots and IRBs are res
public disclosure of slans for the inves
potential benefits, F A encourages sp

to requlre addttlonal

~and IRBs in develop

early as possrble H‘
!E

i
Public disclosure mu
CFR 50. 24(a)(7)(u)]

benefits of the study
plans to the public

In order for the comTumty to understc
2

g model strategle

In addition, the
d1sclosure at peno

i
iy
t
i

.

ponsible for making the arrangements for
tigation and the investigation's risks and
onsors to work with clinical investigators
s and information for public disclosure as

t occur pnor 0 mtratlon of the clinical investigation [21

IRB may determine that it is appropriate
dic intervals of time.

ind the anticipated risks and potentlal

the clinical’ mvesttgator and JRB must disclose the study

CFR 50.24(a)(7

(ii)]. This disclosure could include =~

information that is fo nd in the informed consent document, the investigators'

brochure, and the rF
informed consent w 1

include information al

arch protocol
not be obtained

P

10

’Iéhe disclosure should cléarly state that

or most research subjects. It should also

bout the test artlcle s use, a balanced description of the risks




and potent1a1 benei s, a synopsrs of th
potent1a1 '

partmpatmg in the ?

presentatlve, or, if no legally authorized =
mber about the subject s partlmpatxon 1n o

he study. For example, disclosure activities
es in English language, and if appropriate,
ation on an Internet web site; mformatlon
rmment, civic, or patient advocacy groups,”
ters, religious organizations, senior
ouncements and interviews or discussions
press conferences and brlefings

Another avenue for gublic dlsclosure to the commumty mlght be provxded by
~ hospitals" and mstlt,u ons' ex1st1ng corrmumty outreach programs.
Public disclosure acti ities should pl‘OV‘lde sufficient information about the
emergency researchI o that community| members can easily learn about the
research planned fo‘r their commtlnity(ifes). For example, the following activities
alone or in combmatl on with each other would not constitute sufficient public
disclosure under thls rule: a legal notice; sending a letter to physician spec1ahsts
~ about the study, or i b orming hospital rtaff about the study

_Publicly  The IRB must p"rovl_i”‘ the sponsor with a copy of the information that was

Dlsclosed pubhcly drsclosed ( ., copies of new“paper advertisements, tapes or -

‘ N nd television shows, minutes of commumty meetings) so that
" the sponsor‘ is aware that such disclosure has occurred and can provide copi
the dlsclosed 1nfom1 ion to FDA [21 (‘FR 56. 109(g), 312.54(a) and 812.47(35]

‘ 'Upon receiving from|th
disclosed, the sponso
) re and to DocketsM ana;
Information CFR 812.47(a)]:

must submit the information to FDA, to the IND/IDE 7
ement at the follawmg address [21 CFR 312.54(a) and‘ ; S

F e IRB coples ol the mformatlon that has been pubhcl

Docket Number _958-0158 (IND#/IDE#)
Dockets Manageme Branch

11




2. AFTER THE STUDY IS CC MPLETED

Following completion or termmatx
of sufficient information (mcludm

Wlm

How

dministration

- Information Act r

Aail Stop HFA-305

v Freedom of Inw )2

~ Food and Drug Adm1mstrat10n
5600 Frshers Lane

Room 12A- 16 11{ o
Rockvrlle MD20§18 7

i

, Telephone 301/ 82

i

i J

i

The sponsor is respc,»nsrble for analyzn

including the demé

ensurmg that thesé‘,

The IRB(s) must ﬁn

* community(ies) and researchers is suff
including the dernog raphic characteris
50.24(2)(7)(ii)]. FI)A anticipates that
v rev1ew the mformatl :)n w1th the IRB(s

-6500

and document th

Dlsclosure of the 5 k

dy results to the ¢

Comprehensive sur

mary data from th

12

public 1i>closure mforrnaﬁon submitted to the docket’
igement Branch or request copies by sending a Freedom of
’ "the address “shown below [21 CFR 312.130(d) and 812.38]:

tlon Ofﬁce (HFI— 35)

(fn ofa chmcal investigation, there must be public disclosure
the demographrc characteristics--age, sex, race--of the

research population) to apprise the lay and research ¢

CFR 50.24(a)(7)(ii)]. b B

ommunities of the results of the study [21

ng the results of the overall investigation,
aphic characteristics of the research population, and for

d (or reported) in the lay press.

at the information to be disclosed to the

icient to apprise them of the study results,

ics of the research population [21 CFR
the sponsor and clinical investigator(s) will
prior to disclosure.

omrnunity(ies) should occur ina timely‘

- fashion following eC mpletion of the mvestigation. For a multi-site investigation,
this would ordmarll) require Wamng u
analyzed by the sponsor [

mtil the data from all sites have been

e completed trial should be prepared and
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e
A. PRIOR TO ADMINISTRATI

l

Commitment For each subject un

miade available to tHe

: Regulatlons regardmg the promotron q
- apply to drsclosure ¢

f study results;

r) ion or radio programs, community meetings) for provrdrng
c results of the research to the commumty(res) in whrch the

’ ;mformatron is stated in language

unity (e.g., through publicatiOn in‘”scierrtrﬁo )

)f investigational drugs and devices also

t is, a sponsor or investigator shall not

represent in a promotxonal contéxt that an investigational new drug, biologic, or

See also "Publrcly
o »_on submlssmn of p}l

VIL CONTACT OF LEGA

Proced_ures
. providing informatio
- consent from subJect
that will be used (1)

" available, in attemptr

. device is safe or effe
~ otherwrse promotet

|
D
l

i

participating in emer
informed consent, 1f

e drug or clevrce

1sclosed Inforrnat
ylic disclosure mf

able to provide infi
pency research m
feasible, from a 1

ctive for the purposes for which it is under investigation, or

[21 CFR 312.7 and 812.7].

on" in section VI.B.1, above, for details
ormation to FDA.

i Y AUTHORIZ REPRESENTATIVES OR FAMILY

rmed consent, the clinical investigator
st commit to attempting to seek written
gally authorized representative or, if no

legally authorized te resentative is available, to provide an opportumty fora

i

family member to object to the participation of an individual, before

admrmstermg the tes article without

;._

informed consent {21 CFR 50. 24(a)(7)(v)]

IRBs must ﬁnd and ocument that pro edures are in place for contacting and

member [21 CFR 50

shouid therefore hav
authorized representa

for the family memle
administering the test;

to a subJect sle

or their legally
procedures in pl
n attempting to ot
tive, and (2) if no
g to contact a fan
I to object, prror
art1cle

13

24(b)]. FDA an
~ will likely parallel tlrose approved by the IRB for use in obtarmng informed
uthorized representatrves Each study site

ally authorized representative or family
cipates that procedures and mformatron

ce for each emergency research protocol
btain informed consent from a legally
legally authorized representative is

mily member and provide an opportunity
jto enrolling a subject in the study and




* Document

- Opportunity
To Olbject

e ,the study. If famdy

Summary |

" of Contact
Efforts

. This information m

B!
!

An RB-approved
,be avallable
subject or the subje
"I
Famlly members are
individual's parnerp
ample, by pIacrng

an individual's partu
members would nee
The clinical mvestxg

a legally authorlzed
is available, a farmly

- the study [21 CFR 5

B. A]E‘TER ADM]NISTRATIO

When

IRBs must ensure th<

nformed consent
s legally authorr

‘not requ1red to's

approprrate entrre

must be obtained, when feasible, from the
zed representative [21 CFR 50.24(2)(6)].

kiﬂ‘formed consent document, consistent with 21 CFR 50.25,

gn a document to object to an

ition: ina study Objections should be documented, for

s in the 1nd1vxdual S ‘medica

members were to
to work out the

ator is required to
representative or,

24(a)(5) and (@)

OF THE TES']

epresentatrve is unavailable, if'a family member o JCC St
ipation in the study, the individual should not be entered into

member for each
t be provided to the IRB at the time of continuing review of

re are procedures

disagree, the researcher and family

disagreement.

summarize the efforts made to contact
if no legally authorized representative
subject within the therapeutic window,

W]
ARTICLE

in place to provide information about the

emergency research study, at the earliest feasible opportunity, to (1) the subject if

the subject recovers

subject's family memlber (if no legally

including notice rhat

study without penaity

21 CFR 50. 24(b)] |

IRBs must also ensur

- procedures in place t

authorized represen
representative is ava1

not contain a time lt.rllrtl

& conmderatron of the'

: ;y~-~;1earned of the death

live or family mer
able), if feasible
for providing

e determining the apprciprlate time to dis

Records

The clinical mvestrga

inform each subject

authorized represen'ﬁa
in the clinical investig

‘154

e that in the event
» provide information about the study to the legally

lor should mclude
a legally authorlzed representative or, if no legally
ive is ava11ab1e a
ation [21 CFR 50.

Tom the hfe-threatemng event, (2) the subject's legally
authorized representa{tlve @if the subject

remains incapacitated), or (3) the
authorized representative is available),

the subject may withdraw or discontinue participation in the
or loss of benefits to which the subject is otherwise entitled

of the subject's death, there are

mber (if no legally authorized

his information, in order to allow

otional cOnditid n of the family members who have Just
A hospital chaplcun or social worker may be helpful in

russ the clinical investigation.
in the subjects’ case histories attempts to

family member, of the subject's inclusion

24¢)(NH(V)].

21 CFR 50.24(b)]. The regulaiions do



. : Agreenlent

The IRB should
- for . Clini
* Continued the subject or the
Participation participation in an
. in Stndy

1nto an 1nvest1gat10

o At

ibject's Iegall‘y au
vestigation. Suc]
would not cons

1 actual document that could b’ 51gned by "
thorized representatlve for continued
h a document, if signed after entry

titute informed consent for what had
document that the subject or the subject's

[ is desnable, given the nature of a

's participation in

i ,Beforc a study may be mlttated the IRB must ﬁnd ahd document that the sponsor has

~established an independent DMC t
S024@MM.

A data momtorlng
_ board, is a group of
'progress of a chmca]
“to recommend to the
DMCs for trials i unp
which the agency mc
individuals who han
have not been 1nvq1{v
50.24@)(N)({v)].

Defnition

T

1 \

Purpose

periodic basis and ¢o
minimize any 1dent1f
include whether (1) i
been estabhshed or (

S ]
The DMC is respon
sponsor about safety

The DMC should be
-particular clinical mv
.- would include one or
. blostatlst1c1ans, a.ndb

1

The DMC reviews 'S

S

defined by the spod’

Operation

&

]

The DMC helps ensure subject safety

lxble for mformmg

serve as an advi

cOmmittee, sometlmes called a data and safety monitoring
trial (the safety d
sponsor whether
emented under 21
ans that the commn
no financial intet
ed in the design o

nsidering whether
ed risks or halted
e potential benef
4] the I‘lSkS are gr

br efﬁcacy conce1

comp‘osed ()f indi
=stigation or the §

oethlcnsts

1dy data and adve
yr, which may inc

basis (real time) if 1

sessary for adequs

ts

viduals' not otherwise connected with the
ponsor. A DMC under this rule typlcally ‘
more clinicians spee1ahz1ng in the relevant medtcal field(s)

ory body to the sponsor [21 CFR

experts established by the sponsor to assess at intervals the
ata and the critical efficacy endpolnts), and
to continue, modify, or stop a trial.

CFR 50.24 must be "independent”, by

nittee should be composed solely of
est in the outcome of the study and who
r conduct of the study [21 CFR

by reviewing ongoing results on a

an investigation ought to be modified to
Factors to consider in this decision
ts of the investigational intervention have

=ater than ant1c1pated

and makmg recommendatlons to the

ms related to contmumg the mvestlgatlon.’f e

k]

rse event reports on a schedule generally
lude review of study data on an ongoing
ate safety monitoring in specific situations.




a ety and efﬁcacy data.

nsrble for determ Ining the scope of the DMC's
Operatrons of the DMC should mclude

_the frequency w1th whreh study data and”
n abo nts are forwarded o and reviewed by the
U Bfter 10% 25 %, faO% 75 %, or 100% enrollment;

or assess_rngy data, and pre-established "stopping” criteria;

S

@ "(3) quahﬁcatr )ns of DMC members;
R e “ B : s ’ 8 ’
5 (4) assuram:e that members of the DMC have no financial interest in the
~ outcom of tf e study and have jnot been involved in the design or conduct
“of the study, bnd e ~

6)) preparat{lon and ymaintienance of written records for all meetings.

\ \

May an Because most IRBs are not constimted to meet the special membership

IRB Serve  requirements of a D C, and the duties and scope of activities of an IRB and a

as a DMC? DMC are quite drftL nt, entities performing each of these separate functions
should be estabhshed. Any committee|serving as a DMC should ensure that its

membership is approprlate to the study and that it operates as a separate,
independent entity. i

IX. FOR FURTHER INFORMATION

~A.conTACTS

e Sponsors and IRBs with questrons “r gardmg apphcatr DS pertaining to an exception from

: ,mformed consent requirements for ¢ mergency research under 21 CFR 50.24 may contact the -
B 8

.()_

Center for Brologrcs”Eva uation & Research

Office of Comphance and Brolog ics Quahty
Bioresearch Monitoring Team (HFM-650)

-+ 1401 Rockville Pike 5 :
Rockville, MD 20852-1448

16




e 'fiu,

""documents are also available under

" Rockville, MD 30852-1420 |
301/594-6758: fax: 301/594-5 98

1201/827-6221

f"':"Regardmg speCIﬁc applicati
. Office of Drug Evaluatlonn I
1451 Rockvﬂle Pike, Room 6

‘ 1

O CDRH (Center for Dev1ces ard Rad1010g1ca1 He

“ For quest1ons about 21 CFR 5(

9200 Corporate Boulevard
. Rockville, MD 20850

|
!
i

301/594-1190; fax: 301/594- -2877

l

ORA: (Office of Regulatory Affz}ins)
i

!
i1
!

Office of Enforcement i

Bioresearch Monitoring Program’ Coordina}or (H

5600 Fishers Lane I
“Rockville, MD 20857 |
30v1/827—0415 or 301/827- 0425

l

YINDs:

FD-101)
15

FDA will place the pubhcly dlscldjfld mformatlon re

21 CFR 50.24 submitted to the ag
Branch (HFA-305), FDA, 5630 F

[21CFR 312.54(a), 312.130(d) anﬂ
h T o il

: : : : i
Members of the public wishing to '€xamine the public

docket may visit the docket or reqh
to FDA [21 CFR 312.130(d) and 8

812.38]

est copies by send
12.38].

17

fax?'301/é27;0482

rocedures and doc uments:
'gétlons

ch T and I (HFD 344)

alth)

24 unplementatlan and specific applications:
Office of Device Evaluation (I] DE Staff)

FC-230)

ated to emergency research studies under
cy by the sponscr in Docket Number 95-S0158, identified
by the IND/IDE number. This mfévrmauon can be v

ewed by visiting the Dockets Management

shers Lane, Room 10-61, Rockville, MD 20852, These
the provisidns of the Freedom of Information Act (FOIA)

disclosure information submitted to the
ing a Freedom of Information Act request




. COMMENTS ON THIS GUID,

NCE SHOULD BE SUBMITTED TO:

~ Dockets Management Bran h
5630 Flshers Lane, Room 1061
ckville, MD 20852 '

HFA 305)

Protection of Human Subjects; Informed Consent and Waiver of Informed Consent
Requirements in Certain Emer, 3ency Research Final Rules, Federal Reglster (FR), 61
"~ FR 51498, October 2, 1996.!
~ 2) Protection of Human SubjectL; Informed Consent Proposed Rule, 60 FR 49086,
' September 21, 1995. ’1
o ...3) Hearing before the Subcomm itfee on Regulanon Business Opportunities, and T echnology,
" Committee on Small Busmess, U.S. House of Representatives, May 23, 1994, B
4 Coalition Conference of Acute Resuscnauon and Critical Care Researchers, Consensus
" (October 25, 1994) évi A ’

| 5) FDA-NIH Public Forum on Ir;grmed Consent in Clinical Research conducted in

D

Emergency Circumstances, trafiscript, January 9:10, 1995.
6) Implementation of Emergency esearch Informed Consent Waiver Rule; Public Meeting,
September 29-30, 1997, Bethédda, MD.
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. X. APPENDICES

. E to proc
' ', approve the research protocol covered by'tqhat‘fl\

(2) If state or local law(s) prohrblt

into research w1thout their express consent

21 CFR'50.24 does not preeiln t state or local laws. Those conducting emergency research

sg)entry of subjects

~mnesdtobe famrhar w1th the law
= conducted N |

1
i

o

, (3) If >c1ent1ﬁcally sound researcht

s of the specrﬁc s

g

an be pract_icably
e informed consent
njed consent ~For
ject who suffers fi
‘places him/her at an extremely hlgh risk for a ser
risk for intra-operative stroke diac patients at

'1
[Note: Judgment must be exé

is realistic, and thus, wheth study using ¢

-it may not be practicable to o tain advance cor

~ the time they enter a hospi
wonld mvolve only a small‘

they could

.,‘

1
(4) If an unconscrous or otherwrse mcapac1tated indiv

' to prevent death and there is suﬁ icient time to loca

~ legally authorized representatl\te prior to admrmstr
__the informed consent requrremer
“who are not 1n an emergent srtua
- for whom prospectwe 1nformed

~Ifa physrcxan wrshes 0 use an mve‘s
: patlent the exceptlon from mformec

: ,(b) ancl 812. 35(a)(2) should be fol]o

1gatxona1 test amc
consent procedu
wed.

1

however, ‘

raction of'those pa‘

tates in which the research will be

carried out using subjects who can be
directly, or for whom legally authorized '
>xample, advance informed consent could
rom' a particular disease or condition that -

ous event, e.g., surgical patients at hlgh

high risk for cardrac arrest, already

deciding whether prospective consent

s approach is practicable. For example,
nt from a large number of patients at

ticipate in a post-arrest study that '

ents. ]

dual does not need immediate mterventlon
te and obtain informed consent from a’

ation of the test article. ‘An exceptron to
ts under 21 CFR 50. 24 is not intended to apply to p ‘
tion (e.g., have b«een ina long—term coma) nor to subjects o
zonsent is feasrble.

le in an attempt to save the life ¢ |
es provided under 21 CFR 50.23( and : )




x Forbdev1ces 'Any 'mvestlgatlorgl‘ ¢

the safety or effectlveness of a C

t

* . event an investigation is conducted
= leader of that team [21 CFR ‘312.3

o whose immediate direction the tes

; ﬂte)rms research, cli

¢ synonymous f¢

jlment 1n'wh1ch a
bre human subject

i

dr research mvolv
ev1ce [21 CFR 81

k‘_Clinic:al Inveshgator An mdmdual who actually cO

irticle is admlmste
by a team of indiv

D), 812. 3(1)]

" Community. A commumty means
particular region and who may be 1
different kinds of individuals constl
mutually related individuals in a gt\
c. 1971]. !

|
|
|
|
|

Community consultatmn Comf“

nynity consultation

a group or group
ed by common
ting a society or

en location [Weh

_discussions with, and soliciting opi
place and from which the study subi
the same; when they are not the sér

o H
Data Momtormg Commlttee (DIV

" and safety monitoring board, is a g

~intervals the progress of a chmcal t
' to recommend to the sponsor whet}

§
o
I

Dlsclosure , See pubhc dlsclosurs

G , Emer;gency Research A planned

L i
" advance and mvolves subject(s) W]

" for which ava1lable treatments ar” |

ot 4

Family member. Any one of th
children (including adopted ch11dr°

v

jons from the con
ects will be draw]
he, both communi

0. A data momi
oup of experts es
ial (the safety dat
er to contmue m

Jinical investigati
are experiencing
proven or unsat

-

ollowing legally c

), brothers, sister

20

nical research, clinical study, study, and
o purposes of this guidance.]

drug/biologic is administered or diSpens'ed
s [21 CFR 312.3(b)].

ing one or more subjects to determine

2.3M].

nducts a clinical investigation (i.e., under
red or dispensed to a subject). In the
iduals, the investigator is the responsible

s of people who live and work in a
interests; an interacting population of
association; or, simply an aggregation of
ster's Third New International Dictionary,

means providing the opportunity for

imunity(ies) in which the study will take

n. These communities may not always be
ties should be consulted.

oring committee, sometimes called a data

tablished by the sponsor to assess at  ~

a and the critical efficacy endpoints), and

Jdify, or stop a trial.

on that is subject to FDA authorization in
immediately life-threatening conditions
isfactory.

ompetent persons: spouse, parents,
s, and spouses of brothers and sisters, and




', any md1v1dua1 related by blood or afﬁn ty whose cl se assocjation with the subject is the
: [21 CFR 50. 3 (n} Definition of "legally competent™ may
pdes an’ age of majorlty and an assessment of mental capacity.

) Any board committee, or other group formally

view, to approve the initiation of, and to conduct periodic

olvmg human subjects. The primary purpose of such a
Sf the rights and welfare of the human subjects [21 CFR

. Inthlgator.u See chmcal mvesnlgator[ |

o I.ega]ﬂy authonzed repmentatw 2. An md1v1dua1 or judicial or other body authorized under
- applicable law to give informed ¢ co sent on behalf of a prospective subject to the subject's
. participation in the procedure(s) i 1n rolved in the research [21 CFR 50.3(m)]. IRBs and clinical
- investigators should familiarize the mselves Wlth applicable local statutes and regulations
' pertauung to the deﬁmtlon of a leg illy authorlzed representative.
, el
: Llfe-threatenmg Diseases or cﬁr ditions where the likelihood of death is high unless the

~course of the disease or condmon is mterrupted. 21|CFR 50.24 applies only to life-threatening
EMERGENCY situations. ;t co
J

Public disclosure. Public d1sclo§u re means dissemination of information about the
emergency research sufficient to allow a reasonable assumption that the communities are aware
that the study will be conducted, hrd later, that the communities and scientific researchers are
aware of the study's results. ;‘ 5 ‘
ce Il ‘ ;
Sponsor. A person who takes re%p onsibility for and [initiates a clinical investigation
[21 CFR 312.3(b), 812.3(n)]. Aié Jonsor may be an individual, a company, a govermnental
agency, an acadennc mst1tut10n a private organizatlon etc. '

,‘1

1al who botﬁ initigtes and conducts an investigation, and
investigational test article is administered or dlspensed 21
r-investigator assumes the responsibilities of both sponsors

Sponsor-Invostlgator. An 1nd1v1d
‘under whose immediate dlrectlon ‘
CFR 312.3(b), 812. 3(0)] A spoﬂs
“and chmcal mvesmgators

Therapeutlc window. The therapeutic window is the time period, based on available scientific
evidence, during which administration of the test article might reasonably produce a
: dem\,o’nstrable clinical effect. R '

21




